The high prevalence of diabetes mellitus (DM) among multidrug resistant tuberculosis (MDR-TB) patients is a serious cause for concern. We conducted a meta-analysis to determine whether DM is an independent risk factor for MDR-TB. Electronic literature searches of the PubMed, Web of Science and EMBASE databases up to July 12, 2016 were conducted. The pooled adjusted odds ratio (OR) and 95% confidence intervals (CIs) were calculated using the random effects model with STATA 12.0 software. In total 13 studies, including 9289 individuals with TB, were included in this meta-analysis. Significant association between DM and MDR-TB (OR = 1.71; 95% CI = 1.32, 2.22) was identified. Subgroup analyses showed that: 1) Pooled OR was 1.25 (95% CI: 0.82-1.91) for cross-sectional studies, and was 2.14 (95% CI: 1.51-3.02) for longitudinal studies; 2) The pooled OR was 1.69 (95% CI:1.09-2.62) for primary MDR-TB, 1.94 (95% CI:1.42-2.65) for any MDR-TB, and 0.85 for secondary MDR-TB (95% CI: 0.29-2.54); 3) DM was significantly associated with MDR-TB in both Caucasian (OR = 2.26, 95% CI: 1.66-3.07) and Asian (OR = 1.40, 95% CI: 1.01-1.95) subgroups. No evidence of publication bias was identified. In conclusion, the pooling analysis indicated that DM was an independent risk factor for MDR-TB, especially for primary MDR-TB.
DM [12] [13] [14] [15] . Whether DM, usually accompanied with altered immunity, has an effect on MDR-TB transmission, as similar with other immunodeficiency related disease (e.g. HIV) , is yet to be determined 16 . Findings from studies exploring the associations between DM and MDR-TB have been discordant and some studies did not consider potential confounding factors [17] [18] [19] . Thus we conducted a meta-analysis aimed to determine whether DM was an independent risk factor for MDR-TB.
Methods

Literature search. This review was registered in the International Prospective Register of Systematic
Reviews PROSPERO (registration number: CRD42017057430). Electronic literature search of PubMed, Web of Science and EMBASE databases between the earliest available indexing dates to July 12, 2016 were conducted. The search strategy for PubMed was: ("Diabetes Mellitus" [Mesh] OR "diabetic" [tiab] OR "diabetes" [tiab] ) AND "tuberculosis" [Mesh] AND ("Tuberculosis, Multidrug-Resistant" [Mesh] OR "drug resistance" [Mesh] OR "multidrug-resistant" [tiab] OR "multidrug resistant" [tiab] OR "multidrug resistance" [tiab] OR "drug-resistant" [tiab] OR "drug resistant" [tiab] ). Web of Science was searched with the search strategy as follows: ("Diabetes Mellitus" OR "Diabetes Mellitus, Type 2" OR "diabetic" OR "diabetes") AND "tuberculosis" AND ("multidrug-resistant" OR "multidrug resistant" OR "multidrug resistance" OR "drug-resistant" OR "drug resistant" OR "drug resistance" Inclusion and exclusion criteria. Studies were considered eligible for inclusion based on the following criteria: (1) exploring the association between DM and MDR-TB with consideration of potential confounding factors; (2) designed as cohort, case-control, or cross-sectional studies; (3) adjusted odds ratio (OR) and 95% confidence intervals (CIs) were reported or could be calculated. In several studies, the adjusted OR was unavailable in multivariate analysis, due to non-significant statistical results during univariate analysis. Excluding those studies would bias the pooled result towards favoring DM as a risk factor. In these cases, we used a statistically non-significant crude OR instead of the unavailable adjusted OR.We excluded duplicated publications and conference abstracts.
Data extraction and definitions. Two authors (Qianqian Liu and Wenzhang Li) independently assessed the eligibility of all included studies. Disagreements were resolved by discussion. The following variables were extracted: title, name of first author, publication year, sample size, the country in which the study was conducted, study design, age, gender, MDR-TB type (primary or secondary or any), adjusted OR (or crude OR) and 95% CI, variables adjusted in multivariate regression model. MDR-TB is defined as MTB strains that show resistance at least to rifampicin and isoniazid. Secondary or primary MDR-TB was defined as patients who acquired MDR-TB with or without previously treatment, respectively. Quality assessment. We evaluated the methodological quality of all studies in the meta-analysis using the Newcastle-Ottawa scale (NOS), which is composed of the following aspects: selection, comparability, and exposure (case-control or cross-sectional studies) or outcome (cohort studies). The maximum score was nine points. Studies with NOS score <3, 7> NOS score ≥3 and NOS score ≥7 were considered to be of poor, median, high quality, respectively 20 . Statistical analysis. The χ 2 based Q statistics and I 2 test were used to assess the between-study heterogeneity (significant at p < 0.10 and/or I 2 > 50%). The pooled OR and 95% CIs were calculated using the random effects model. Subgroup analyses were performed by study design, ethnicity and MDR-TB type. Sensitivity analysis was also performed to explore the sources of heterogeneity. Publication bias was assessed by Begg rank correlation and Egger weighted regression test methods 21 . All statistical analyses were conducted by the metan program in STATA version 12.0 (StataCorp, College Station, Texas), using two-sided p values.
Results
Identification of eligible studies. A total of 1257 studies were identified after the initial search ( Fig. 1) .
After excluding over-lapping articles, the remaining 869 studies were screened by reading the titles and abstracts. 670 studies were further excluded for being irrelevant to the topic. We also excluded studies which were conducted in animals, review articles or case reports. Out of 31 studies reviewed in full, six were excluded for being conference abstracts and 12 were excluded because they did not considering using multivariable models to adjust for covariates. We ultimately included 13 studies in this meta-analysis 10, [22] [23] [24] [25] [26] [27] [28] [29] [30] [31] [32] [33] .
Study characteristics. The characteristics of all included studies are presented in Table 1 . These 13 studies were published between 2001 and 2015, including a total of 9289 individuals with TB, distributed in Asia (two in China, one in Saudi Arabia, one in Georgia, one in Bangladesh, one in Korea, one in Thailand), the Americas (three in Mexico, two in USA) and Europe (one in Spain). Among those studies, eight were designed as case-control studies, one was a cohort study and four were cross-sectional studies. Four studies clearly stated the MDR-TB type (primary or secondary), while the other nine studies did not classify patients according to history of anti-TB treatment.
Methodological quality. As shown in Table 1 , the NOS scores of all included studies ranged from 6 to 9 points, with 12 out of 13 studies deemed to be of high quality. In terms of selection and outcome bias, all studies
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Statistical results. The overall pooling result of all included studies is shown in Fig. 2 and there was statistical heterogeneity observed among studies (P = 0.02, I 2 = 46.8%). Meta-analysis indicated significant association between DM and MDR-TB, i.e., patients with DM were more likely to have MDR-TB (OR = 1.71; 95% CI = 1.32, 2.22). Sensitivity analysis revealed that most of the heterogeneity derived from one of Mi et al. studies, which focused upon the impact of DM as a risk factor on secondary MDR-TB. When we re-analyzed the data after excluding this study, the between-study heterogeneity was significantly reduced (P = 0.11, I 2 = 32.3%) and the result still confirmed that DM was an independent risk factor for MDR-TB (OR = 1.83, 95% CI: 1.45-2.31). The symmetric funnel plots shown in Fig. 3 and the lack of significance in the Egger's test (P = 0.561) both indicated that there was no evidence of publication bias.
The subgroup analyses results by study design, MDR-TB type and ethnicity are presented in Table 2 . Stratification of the data by study design showed that the OR was 1.25 (95% CI: 0.82-1.91) for cross-sectional studies, and was 2.14 (95% CI: 1.51-3.02) for longitudinal studies. When stratified by MDR-TB type, the pooled OR was 1.69 (95% CI: 1.09-2.62) for primary MDR-TB, 1.94 (95% CI:1.42-2.65) for any MDR-TB, however we did not find that DM was a risk factor for secondary MDR-TB (OR = 0.85, 95% CI: 0.29-2.54). DM was significantly associated with MDR-TB in both Caucasian (OR = 2.26, 95% CI: 1.66-3.07) and Asian (OR = 1.40, 95% CI: 1.01-1.95) subgroups. Compared with the overall pooling analysis, the heterogeneity reduced during subgroup analyses by MDR-TB type, ethnicity, and study design, especially in the Caucasian and primary MDR-TB subgroups.
Discussion
The growing prevalence of TB-DM comorbidity worldwide has provided a new challenge to clinical management and health systems control strategy 34 . It was observed that patients who have DM complicated with TB often experience delayed sputum culture conversion, increased risk of death and recurrence 29, [35] [36] [37] . What is more, the emergence of MDR-TB makes the adverse anti-TB treatment outcomes in TB-DM comorbidity even worse, which may increase treatment related economic burden, promote the transmission of MDR-TB, and even accelerate the generation of extensively drug-resistant-TB (XDR-TB). This meta-analysis addressed the association between DM and MDR-TB using 13 selected studies and demonstrated that complicating DM was a significant independent risk factor for MDR-TB, and the risk effect is robust regardless of ethnicity. We didn't detect any evidence of publication bias. Our data provide a basis for the prioritization of early detection screening measures for MDR-TB among TB patients who are complicated with DM, which may be cost-effective for these patients 38, 39 . In addition, a more intensive anti-TB regimen and careful MDR-TB follow-up might also be suggested in those patients.
The reasons for a higher MDR rate in patients with TB-DM comorbidity are not thoroughly understood, however they may differ by different MDR type (primary or secondary). The combination of impaired immune system in DM and bacterial genetics might be a reasonable explanation for primary MDR. It has been reported that poor glucose control is often associated with dysfunction of phagocytosis, reactive oxygen species (ROS) production, chemotaxis and T-cell reaction in DM patients 40 . On the other hand, MDR strains are shown to be less virulent due to heterogeneous mutations and they are less likely to lead to secondary TB cases compared with drug sensitive strains [41] [42] [43] . Then the less fit MDR strains are more likely to flourish in immunocompromised DM patients, which lead to the higher primary MDR-TB in those patients. The situation seems to be more complex with regard to the mechanisms of secondary MDR-TB in DM. Possible explanations include higher mycobacterial burden, altered pharmacokinetics of anti-TB drugs and lower treatment adherence, which promote the selection of MDR strains by anti-TB drugs 40, [44] [45] [46] . Sensitivity analyses showed that most of heterogeneity belonged to one study of Mi et al., which focused upon secondary MDR-TB. However, when we conducted the meta-analysis by excluding this research, we also arrived at consistent result. As heterogeneity reduced during subgroup analyses in this meta-analysis, we postulated that MDR-TB type, ethnicity, and perhaps study design may also contribute to heterogeneity. According to our subgroup analysis by MDR type, DM is an independent risk factor for primary MDR-TB with high homogeneity among included studies, while no association between DM and secondary MDR-TB was identified. Similar to Table 2 . Subgroup analyses. Abbreviations: OR, odds ratio for MDR-TB due to the presence of DM; CI, confidence interval; MDR-TB, multidrug resistant tuberculosis.
our research, a previous meta-analysis also detected significant association between HIV (also being an immune impaired disease) and primary MDR-TB rather than secondary MDR-TB 16 . However, the small sample size of secondary MDR-TB in our meta-analysis might preclude us from drawing a reliable negative conclusion, and it needs to be further explored.
Although most of our included studies scored high quality using the NOS scale, there are still some aspects that need to be improved. Future studies should obtain information about the risk factors (e.g. the diagnosis of DM) according to objective laboratory data rather than basing on self-report or medical record only, which may otherwise lead to misclassification bias. Furthermore, it is necessary to completely report the non-response rate in both case and control groups, so that the existence of non-response bias can be ascertained.
Some limitations of this meta-analysis should be pointed out. First, in this meta-analysis we included data with different study designs, which may lead to heterogeneity of results. However, the similar positive association detected between DM and MDR-TB in the longitudinal study subgroup, which is more liable to prove a cause-and-effect relationship than cross-sectional studies, might strengthen our conclusion. Second, although we have strictly set the inclusion criteria to studies with multivariate analysis to adjust for potential confounding factors, we still cannot adjust the same covariates in all included studies, which may also weaken our conclusion. Third, the control group was from non-MDR TB patients in some studies while from drug susceptible TB patients in others, which may also lead to variability in the strength of association.
In conclusion, the pooling analysis indicated that DM was an independent risk factor for MDR-TB, especially for primary MDR-TB. In patients with DM-TB comorbidity, effective measures need to be implemented to promote early diagnosis of MDR-TB, and followed by intensive treatment and follow-up.
